rL-PK 



rlGFBP-1 



-173 1 



IRR 



HNF-1 



125 



GRBP HNF-4 



-111 4] 



+ 96 



HNF-3 GRE TATA 




(GIRE) n BP-1 



p(GIRE) n BP-1Luc Constructs 




ptGIRE^BP-ILuc 
p(GIRE) 2 BP-1Luc 
p(GIRE) 3 BP-1Luc 
p(GIRE) 4 BP-1Luc 



FIG. 1A 



FIG. 1B 




Insulin (M): 10' 10 10 7 
Glucose (mM): 0 0 
Lactate (mM): 10 10 



10' 7 10" 7 10" 7 10' 7 10 7 
5 7.5 10 15 25 
5 2.5 0 0 0 



FIG. 2 




* = P<0 005 

-■>«« (GIRE),BP-1 

# = P<0lO001 




Lactate(mM): 10 5 3 2 1 0 0 0 Lactate (mM): 10 5 3 2 1 0 0 0 
Glucose (mM): 0 5 7 8 9 10 15 25 Glucose (mM): 0 5 7 8 9 10 15 25 



FIG. 3 




Dex(M): 10" 10 10" 8 10" 6 10 10 10 8 10 6 
Glucose (mM): 5 5 5 25 25 25 

FIG. 6 



C 3 



O) 2 - 




FIG. 7 



Glucagon (M): 10" 10 10" 8 10* 10" 10 10" 8 10* 6 
Glucose (mM): 5 5 5 25 25 25 



Exposure to [ 35 S] 2 4 Hr 4 Hr 
Methionine/Cysteine ■ 





FIG. 8 



FIG. 9 




FIG. 10 



FIG. 11 



Glucose (mM): 0 5 10 25 
Lactate (mM): 10 5 0 0 




FIG. 13A 



FIG. 13B 




FIG. 14 



Glucose (mM): 0 25 5 10 15 25 30 35 40 
Lactate (mM): 10 7.5 5 0 0 0 0 0 0 




a 
>« 

m 

u 

m 

u 

a 

u 

Q 

a 





180 -I 




160 ■ 












140 ■ 


'55 








>» 


120 - 


T3 




0 




CD 


100 ■ 


5? 










80 ■ 




60 • 



Open symbols = Ad d!312 Treated 
Closed symbols = 0.9% NaCI Treated 



SQ Insulin 




0 4 8 13 17 21 

Days Post Viral Injection 



180 
160 4 



■2> 140 -\ 



SQ Insulin 



Ad/(GIRE) 3 BP-1 2xfur Treated 



25 




0 10 20 30 40 50 60 70 80 

Days Post Viral Injection 



FIG. 17A 



FIG. 17B 



500 
400 -i 
300 
§ 200 

1 

OQ 



100 



-10 



SQ Insulin 



AdcK312(n=4), 
and NaCI treated (n=2) 
Ad/(GIRE) 3 BP-1 2xfur treated 
(n=8) 




10 20 30 40 
Day post Viral Injection 



50 



FIG. 18 



140mg/dl 
80mg/dl 



60 




<50 50-70 70-200 200-250 >250 
Random Blood Glucose 



FIG. 19 



a 

m 

u 

m 

u 
a 
u 
P 

a 
u 



5 
a> 
E 

0) 

to 
o 
o 

o 

o 
o 

CQ 



a> 

(A 
O 
O 
3 

CD 

"D 
O 
O 

CQ 



500 
450 
400 



250 
200 
150 
100 
50 
0 



500 
450 
400 
350 
300 
250 
200 
150 
100 
50 
0 





/ 

- * - 


I.05 
\ 

- * - 










^ o o 





0 12 3 4 

Hours post IP Glucose 



FIG. 21A 



140 mg/dl 
80 mg/dl 





I P<0.05 




1 









140 mg/dl 
80 mg/di 



FIG. 21 B 



0 12 3 4 

Hours post IP Glucose 




FIG. 22 



Random Blood Sugars of Insulin Gene Therapy Treated Diabetic 

BB Wor Rats 




FIG. 23 




FIG. 24 




FIG. 25 



Average BG During Fast 



■DRBB 



■DMTxd 




8 10 12 14 16 

Hours of Fast 



18 20 22 24 



FIG. 26A 



Fasting Weight Change 



DRBB -B-DMBB Txd 



102 -i 




0 2 4 6 8 10 12 14 16 18 20 22 24 



Hours of Fasting 

FIG. 26B 



2gm/kg IPGTT Diabetic BB Wor 




FIG. 27 



